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a Demethylchlortetracycline (Declomycin-Lederle) is a new tetracycline com- 
se pound isolated from a mutant strain of Streptomyces aureofaciens, the mold that 
n produces chlortetracycline (Aureomycin) and tetracycline. Declomycin is claimed 
-a- to have two to four times the clinical potency of tetracycline and to give more pro- 
y to longed blood levels than other tetracycline analogues. These advantages are at- 
itizer. tributed to greater stability of the demethylated tetracycline in body fluids, great- 
er resistance to degradation, and a lower rate of renal clearance. 
COMPARATIVE EFFECTIVENESS - An apparent disagreement in the results 
reported by different investigators who have compared Declomycin with other tet- 
tome racyclines is traceable largely to differences in test method or in standards of 
neg- comparison. W. M. Sweeney, etal. (Antibiotics and Chemotherapy, 9:13, 1959) 
an found that tetracycline gave the highest serum levels of antibiotic during six hours 
hat of observation, with Declomycin and chlortetracycline producing slightly lower 
| any concentrations. H. A. Hirschand M. Finland (N.E. J. Med., 260:1099, 1959), 
ng comparing the antibacterial activity of serum against certain test organisms, 
Seas found that markedly higher levels were produced in the serum with Declomycin 


d than with the other analogues. These same authors compared Declomycin with 
oxytetracycline (Terramycin) and chlortetracycline and found comparable concen- 
trations of oxytetracycline and Declomycin during the first 3 hours but much higher 
levels for Declomycin thereafter; both gave higher levels than chlortetracycline. 

re- 

Milligram for milligram, chlortetracycline appears to have the greatest anti- 
bacterial activity, followed closely by Declomycin, and with both showing greater 
antibacterial activity than oxytetracycline or tetracycline. But chlortetracycline 
has the most rapid in vivo degradation (or decay curve of serum concentrations) 
following administration, while Declomycin is the most stable and has the most 
prolonged serum concentration of any of the tetracyclines. 


ut 
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The range of bacterial activity of Declomycin is similar to that of other tetra- 
cyclines. They may differ in degree of activity against a particular organism, 
at but the clinical significance of such differences is not yet clear. 

SIDE EFFECTS - As for such symptoms as nausea, vomiting, diarrhea, flat- 
ect ulence, loose stools, glossitis, stomatitis, proctitis and vaginitis, clinical ex- 
ae perience with Declomycin has been too limited to permit assessment of the inci- 
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dence of these complications in comparison with the other tetracyclines. [Despite 
the general impression that chlortetracycline causes more gastrointestinal dis - 
turbance than does oxytetracycline or tetracycline, the support for such an im- 
pression in the literature is not convincing. Indeed, ina review by L. P. Garrod 
and P. Waterworth (Antibiotics Symposium, Washington, November 5, 1959), 
comparable frequency of "bowel actions" with chlortetracycline, oxytetracycline 
and tetracycline is indicated. ] There is no reason to anticipate that Declomycin 
will have any greater freedom from the side effects caused by broad-spectrum 
antibiotics than the other tetracyclines in comparable therapeutic doses. 


At this point, it seems to be reasonably clear that Declomycin gives higher 
and better sustained antibacterial levels than equal doses of other tetracyclines. 
However, the recommended dosage of Declomycin is 600 mg. per day, either 150 
mg- four times a day, or 300 mg. twice a day; since this dosage is lower than 
the recommended dosage of tetracycline or the other analogues, and since the 
smaller dosage of Declomycin costs the patient as much as the larger dosage of 
the other products, there is no clear-cut therapeutic or economic advantage in 
the new preparation. 





HAZARD IN ALL TETRACYCLINES - A definitive evaluation of the place of 
Declomycin among the tetracyclines must await a great deal more clinical experi- 
ence. Regardless of the merit of the claims for Declomycin, however, itis a 
tetracycline, and the persuasive promotion of this product may do a great deal 
of harm by encouraging the already excessive use of tetracycline drugs. As the 
first issue (Jan. 23, 1959) of The Medical Letter pointed out in commenting on 
the exaggerated claims for various buffered tetracycline products, "A large and 
growing proportion of pathogenic organisms are resistant to tetracycline, buf- 
fered or unbuffered. Resistant strains of staphylococci, enterococci, and enteric 
gram-negative bacilli (Esch. coli, Aerobacter aerogenes, Proteus, and Pseudo- 
monas aeruginosa) are becoming much more prevalent and more dangerous, 
largely because of the widespread and often excessive use of tetracyclines. This 
situation is becoming so serious that tetracycline in any form should be used spar- 
ingly; for a large percentage of infections in which it is now used, other antibi- 
otics should be substituted.'' This statement applies to Declomycin no less than 
to other tetracyclines. (For further discussion of the claims for buffered tetra- 
cycline products, see "An Evaluation of Tetracycline Preparations," by W. P. 
Boger and J. J. Gavin, N.E. J. Med., 261: 827, Oct. 22, 1959.) 











PITFALLS IN SOME LIFE INSURANCE STATISTICS 





The recent widely publicized report of the Society of Actuaries (Build and 
Blood Pressure Study, Vol. 1, 1959), associating mild hypertension and slight 
overweight with considerably increased mortality rates, raises serious practical 
questions for the physician. What advice should he give to the patient with these 
conditions? Is drug therapy indicated in mild hypertension or slight overweight? 





The report of the actuaries is based on a study of weights and blood pressures 
collected by 26 life insurance companies representing 65 per cent of ordinary in- 
surance in force on December 31, 1954. If only for its auspices and the enormous 
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amount of data on which the conclusions are based, it cannot be brushed aside, 
but neither can it be accepted uncritically. 


QUESTIONABLE DATA - The processing of millions of figures through an 
electronic computer cannot produce accurate answers if the raw data fed into the 
machine are not accurate; and it is the raw data used in this study that must be 
questioned. Most applicants for insurance are examined by physicians engaged 
by insurance agents, and the agents lose commissions when applicants are re- 
jected. Furthermore, with the background of a strong medical tradition of pro- 
tecting the patient, the doctor may turn in a favorable report partly to avoid 
alarming the applicant, partly to avoid responsibility for denying insurance pro- 
tection to the applicant and his family. The practice of under-reading high weight 
and blood-pressure figures cannot be condoned; but in view of the prognostic and 
therapeutic implications of the findings, it would be a serious error not to con- 
sider the possibility that this practice is sufficiently widespread to have had a 
marked effect on the outcome of the study. 





Given the examining physician's motivation for under-reading high blood pres- 
sures, the inherent errors of blood pressure measurement will also inevitably 
tend to be on the low side. In view of the probable errors both in measurement 
and in recording, the high mortality experience attributed to mild hypertension 
almost certainly represents the experience of persons with more severe hyper- 
tension. There is no doubt that persons with moderate or severe essential hyper- 
tension have a higher mortality rate than persons with mild hypertension. But 
there is some doubt that the mortality rate of the latter group is significantly 
greater than the rate of a comparable non-hypertensive population (A. W. D. 
Leishman, ''Hypertension, Treated and Untreated," Brit. Med. J., May 30, 1959, 
p- 1361; M. J. D. Newman andJ. 1. S. Robertson, "Some Aspects of Prognosis 
in Treated Hypertension, '' Brit. Med. J., May 30, 1959, p. 1368; H. S. Mathi- 
sen, ''Prognosis in Essential Hypertension," Amer. Heart J-, 57:371, March, 
1959). 











THERAPEUTIC IMPLICATIONS - Even if one accepts the conclusion that 
there is an association between slight elevation of blood pressure and increased 
mortality rate, any inference that drug therapy is indicated is not warranted. 

It has not been shown that the prognosis in mild, essential hypertension is affected 
by drug therapy. Moreover, all effective antihypertensive drugs, including chlor- 
othiazide and other "thiazides, '' cause undesirable reactions, some of them seri- 
ous. The long-term hazards of toxicity and side effects must be weighed against 
the unproved assumption that the treatment of mild hypertension will increase the 
patient's life expectancy. 





As for weight, new "average weight" tables for height and age are proposed 
by the actuaries to replace those formulated some 30 years ago. Physicians are 
generally aware, however, that no "average" figure is necessarily in the desir- 
able weight range for a particular patient - that is, the weight range likely to be 
associated with good health and maximum life expectancy for a person with a par- 
ticular body build, bone structure, muscle mass and temperament. However, 
no one will quarrel with that part of the study which associates a considerably in- 
creased mortality rate with overweight of 25 pounds or more. 
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The actuaries' report will no doubt strengthen the impact of the already heavy 
promotion of anorectic drugs. Appraisals of such drugs are now being prepared 
for The Medical Letter. Itis clear, however, that no drug has more than lim- 
ited, temporary value as an adjunct to proper dieting and controlled exercise in 





a weight-reducing program. }—— 
DEPROL jVol. 1 


Deprol (Wallace), a combination drug containing benactyzine and meproba- 
mate (Miltown), is offered for the treatment of both neurotic and psychotic de- 
pressions, with the claim that it is superior to other antidepressant drugs. In 
one series of 135 chronic psychotic patients, according to the manufacturer, it 
effected improvement in 80 per cent, and "the need for shock therapy was en- 
tirely obviated." In the opinion of Medical Letter consultants, Deprol is of no 
value for the treatment of either neurotic or psychotic depression. 





BENACTY ZINE - Benactyzine was once believed to have special effective- 
ness against phobias. Neither this effect nor any appreciable effectiveness 
against depression, agitation or anxiety has been demonstrated by controlled 
trials. Benactyzine is an anticholinergic drug, with many of the side effects of 
such drugs, including dryness of the mouth, blurred vision, dizziness and palpi- 
tation. It has no advantages to compensate for these side effects or for the psy- 
chotic states it occasionally produces, especially when given in large doses. 
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MEPROBAMATE - Despite claims based on uncontrolled clinical impres- 
sions, the other ingredient of Deprol, meprobamate, has not been shown to pos- 
sess antidepressant properties. It does have sedative effects similar to those of 
the barbiturates (L. Lasagna in symposium on "The Effect of Pharmacologic 
Agents on the Nervous System," Williams & Wilkins, 1959, p. 325). In many 
cases of depression, however, sedatives are definitely contraindicated. (For an 
appraisal of meprobamate, see The Medical Letter, Jan. 23, 1959.) Meproba- 
mate has many unwanted side effects, and withdrawal symptoms complicated by 
convulsive seizures, similar to those seen in barbiturate withdrawal states, have 
been reported. 
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In the absence of convincing evidence that either benactyzine or meprobamate : 
is effective against depression, there is no reason to believe that combining these , 
two drugs gives the combination significant antidepressant properties, nor have 
such properties been demonstrated in controlled trials of Deprol. Since depres- 
sions often run a brief course and disappear spontaneously, many patients will 
doubtless show improvement after taking Deprol, and will of course attribute the 
improvement to the drug. 


The chief danger in the promotion of this drug is that it will be given to seri- 
ously depressed patients, and that valuable time will be lost before effective 
treatment is instituted. Nor can one disregard the possibility that some patients 
will get worse because of sedative effects and that others will suffer from with- 
drawal symptoms after taking excessive doses of this preparation. No cautions sip 
whatsoever appear in typical Deprol advertisements in medical journals. mee 
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